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ffi^t57;^/-^ (^. «lt. p-h 

(1, 3 -i^v'^ X2^*ri//Ujjjl>7$i/^ ^ K (DC 
C) „ f^n^/WN7>f h\ 7!)-/V7;^^7^ 
K. 7/^/^/^^^7^ K#) $:lv^TO~4 0 
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[0 13 2] (2) (I) ^£fr3*»PHfr& 



R 2 ^ C O NHO R 5 T*$)5^W/^^- 
«5S (IB) 




OCT. ^rotB-^ttiftiati^DSc5lc«r*fei- 0 ) t? 
^^ftiS^i:-^ (IV) 
[{fcl 7] NH 2 OR 5_1 (IV) 
OCT. R 6 " 1 ^**^^ C1-8T^/H X ^oi 

ifif, -C (CH 3 ) 2 -OCH 3 , t-r/h'frSo&yl'tf 

-To ) Ttt£ti&te&mb<DT$ KfbEJEKift-rr fclc 

[0133] Kj»d-&g« 
^57^ hMLSJ&te. 4^ftn?*9. (l) * 

^^-T K^VN^TJ"^ (2) 

[0134] ztitb<D*m&M*»mzmm-rzb.. 

(1) l^^KftlV^Wfett,'^ #/^>-g£ 

^vur = y >\ ^ / tr y s^*) co#set. 

7^yt«I (*onsM^ i£{fc7<^w>\ 5** 
'TVIol— 7VK 7F7t Kn77^f) 0 — 4 Ot: 

[0 13 5] (2) ^^*4fc£JB^S^8rtt. #lx_ 

V, ^n^/^n— r/K 7h7tKn77^) 

wtn*jK-e, h^t^> (t e y^ hy^/w^ 



np^ixf;K 7nn=¥^y^;^) 0~4 

/K 7h7t Kn77V^) 0-4 0tt^H 

[0 13 6] (3) »^«HV*<5;frSfcttU mz-&. p 

F7tKn77^) *K tfcfiiSlT, H^T^> 
(t e y>?>\ hyx^7^y, s^^/wr—y^. ^ 
* ^ y tf y v^m <o#«ET*fett^#S£T. ft 

(1, 3 -i^V^ 13^^^/1-77/^^^ ^ K (DC 
C) . [3- (^f;V7^7) 

tf/W] #/i^i?>fS K (EDC) , 1, 1' -j3/V&~ 
A* (CDI) , 2-^C2t2-l-^^/W 
t°y^xr)A3^) £*/8v\ 
hy7y*-/i/ (hob t ) &JBv^3d>ffivt&v i n* t o~ 

(l) , (2) *5J;t* (3) to^jfcfi, w«T,t>^iStt 

[0137] mkmmr&tYz. mm&ia*mg,\zmMx- 

[0 13 8] ^^#{c«^tcs^-e^^>^«hT'fc5 

v\ 09x.fi£ T. W. Greene, Protective Groups in Orga 
nic Synthesis, Wiley, New York, 1991 \^.^M^thfz 
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z>mx*$>fr&mcm&£titt:\<\ wtt&s -c (c 
h 3 ) a-ocHg^as^v^fta. rtb^o^Si 

V\ mx.&-C (CH 3 ) 2 -OCH 3 , 

/Utf^/Vm^i ft fct^ ^ i^/V^ 3f V > 

[0139] -h»5$; (ii) ^$;h,*{fr&4&tt* >&£n<£> 

[0 14 0] 
Ut 1 8 ] 



[0141] 
1^19] 



H 2 N — | — COOR 4 " 1 ( V ) 

R 1 

1} £ r-s-ci (vi) 

2) &I^cJ:*k jl™&<d&\ 



^"\-SHM 1 COOR 4-1 ( U ) 
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(IA-3) 



1 ) NHaOR 5 " 1 (TV) 




CONHOR 5 (IB) 



[0 14 3] MmVoWb LT1V^-JR^ (IV) . — JK 
5£ (v) (vi) "C^^ti/Sfb^fcfi^tte 

*5J:lK«*« (03^^-^ (III) TvT^tiS^ 
ft) tt. *^aflc4^"t?*5d^*:tt^SP©*«fel3:J;9 

[0144] *wmw*(o&fcm^&\,^x. R&£jmo 

[0 14 5] 

[11^] (I) 

[0 14 6] (1) 1f7^— 1fA|fi*?£te 
[IHfe#8s] t hiE^ J ft*j»^*»iS& (HNDF) ±<0 

»«$ttfc^o-tf^^— (7 M 1) ©ryt^/^ 
7 — (90/i 1 ) 1 OmMCDp -T % J 7^ 

—fritMTtT—Y (APMA) (10/xD 

JSt&ffcLfcp ^J&SW (MXAc-Pro-Leu-Gly-A 2 pr(Dnp)- 
Ala-Arg-NH 2 ) (8 9 0 /il ; *&i£Sl3. 5/i M) *5«t 

»UV«(10/zl) ^37^5^1^^^ 



^(7 m1 /tube, IOOm'D SrMt, 3 7tT 4 2 

y?A/<y7r- (2ml ; p H4. 0) SrflPxL-CHWE: 

(E x = 3 2 8 nmb Em= 3 9 3 n m) ^Kt5r 

[0 14 7] 
K9 7] 

^3 3 





ICso 




2 


1 . 


8 


2 (4) 


1 . 


6 


2 (6) 


7. 


4 


2 (8) 


1. 


1 


3 


0. 


3 0 



[0 14 8] (2) 3 7yt-fl»ffl4 

mrnxmi * hE^jWBut^MS (hndf) <t9 

77 — (105/i 1) Mamg/mKDhy^y 
(4 5m 1) SrAnfcT. 3 7^1^7*^^^ 
**Srfiltt{kbfc. ; e^^i-> 5mg/ 
m 1 h y ^v'Xlfiig&I (soybean trypsin inhibi 

tor) (SBTI ;50iil) h I) 7f> 

Sr^RSflSbfco (Ac-Pro-Leu-Gly-[2-mercapto 
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-4-methyl-pentanoyl]-Leu-Gly-0Et) ( 1 0 5 /* 1 ; H 

■B-CWKUfciSttflaHU (75m1 /tube, 50// 1) 
Sl^U -?r<7>9 ^3 0 >- h-ecDVm a x £$!J^{I 

i:ufc 0 mmm2 en <Dik<&m*, ioo m 

[0 14 9] 

So 

[0 15 0] 

-T5rtr% y,*^^\ #g§i^ ^ft-Pf-ML #m 

[oi5i] -f&iH (i) * 
fcrcjfl Vetera, ii^. ^#ft^^wt^0fW^. iP^ 

3&s % igfff, £jtA— A&fc 9 , llnJtcot, lmg^blO 

00m g O^ffl"?, 1 0 1 lEld>b^lH!jg|PS#$ttS^ 
*fc^A— Afc^C«9. 1 [UfclOfr. lmgHlOO 

mg<DtSlt\ l 9 iim*>&ftfH^Ba&£ (#£L< 
«\ lMiert«-50 Sfctei 0 i«n^&2 4 

i»H©«H"Xf»l*rtlJ:l«Ba»^S*L* 0 t>*>^> Affile L 

[0 15 2] *#Hfc***rS*^*lillctt, IpS# 



9 fill, "tf7^>\ t KD^r^ntVut^n^, t 
Kp^ is-? X2 tT/i^ ^vu-fc/v n—?.y# h ft g <d ^ 

So 

[0 15 3] ftPS^OfcJ6<D«*»*teW:. lg»Jft^ 

ft*3WM (#Jx.tf> ^y-A-) tc^*$tt 

i^i^Wi, mglffl* ^#^J, RJBflOSr 

aoJBS**tt. «A.tf*B»WlB 2,868,691 
IfimmZ, 095, 355 ^PU<|2^$tlTV>5o 
[0 15 4] *^{^J:?>ffiPSWcfe(7)^J^ 

WHftfi*+S 0 **©»I»H, WHKfcLTtt, ^Jx 

ft, x^y-yKDi^^T/^wvl, /Kyy/W^-h 
8 0 *ds*>S. ^(DXoteM&m*. £b 

JcBJBSO; WHMH, *L-ffc*l, 4M**k ftftft* (^x. 

[0 15 5] 
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tcnmmf&m$:^i>. m^nftrnvtzmfr-to nmr^ 
[0156] 

N — (4-3— K;7zn -yl^/l^^A-) -D-r^^y 
Mb 2 1] 



[0 15 7] 4-3«-K^^M^n!JH 
(15. l g ) Sr. 7k#T> D-T^-V • t-T/fvi^* 
VVKSSKIfc (9.08g) (Olfy^V (10 0ml) SjRM 

^i^x.fc 0 ^^^Tk^^fiTU. ffiB-ciBSKI 

7 J— (n-^^rf-V : a«JL^yu= 3 : l-»2 : 1) 

-c*ku *©*ttlft**i-sflBHfb^* (14. 3 g ) * 

T L C : R f 0. 65 (n — ^> : 1 : 

1) o 

[0 15 8] ##ffj2 
N- (4-3— y7^=-;V*/Vifs=.;)s) — N— t ~zf Y 
*c*/j3/l'i$=-/V—Y) — 7 =7 — ^ • t -z/^/l^^xA' 

Kb 2 2 ] 



[0 15 9] N- (4-3— Y-7 zc~;V7.jVi£z=.;\,) - 
*lo ) (14g) , S^- t -^^VW^/Utf-*- h (8 

g) , 4- (s?* ^/ur s y) trye^ (somg) *> 

i^Tth^byyv (3 4ml) ^riST^U 1^ 

13-=? ^-T— (n-^^-^^ : IHfcc^vl^ 1 0 : 

1) T*&SU »0«M4««r«-rS«S^» (17.1 

g) £#fC e 

T L C : R f 0. 39 (n -^3rU->- : g^^^/l^ 5 : 
1) o 

[0 16 0] H$feflll 

N- [4 — (1- t — f^K— A* 

-2 — 7ain/U>^/U/)x=./U] — N— t -yh^rV 
[ft 2 3] 



^N^COOrf 




[016 rni- 5m<d t -^f/vyf^A^^y 

(8.8ml) M^K7^7^^-^^7-;^, N 
- t ~~f Y 2ci/%;i'tf=-/i"< zs Y—;^ (2.6ig) (D"r V 
7tKn77y(20ml)IlliiTU 1 B*W«I* 
LfCo S^W^ lM^tfbl^^^f^-f^ (1 
3.2ml) ^K7-rr^^-^^7-/W, fiTF 

fu oTcicfcas-etMiu n- (4-3-K7x= 

/l^A^^/V) -N- t — ^ h^r^/W^/l^-D-T 
^-V- t-ttfi'=-* s ?A> (#%^2T*©itbfci 0 ) 

(2.05g) ioit;fh7^^ (h!;7^^/^^7^ 
>-) /^i?^ (4 6 2mg) £rHM#:. OtT'flD*:. ^ 

at? 1 ufco R«J&&**i»^^/i'"C*R 
u inm tsfd^Tfc^hy vj*imwL-?m$ 

^U^Wn-rh^77>f- (n— : RHts 

^/W=l 0 : l->5 : 1) T?IM*U »<0»tt*t«r*i" 

%wm&m (2.36 g ) ?r#fco 

[0162] TLC:Rf 0.34 (n -^^V : 
^^=5 : 1) ; 

NMR (CD3OD) : 6 8.21-8. 17 (1H, m), 8. 04 (2H, d, J= 
8. 7Hz), 7.60-7.56(lH,m), 7. 57 (2H, d, J=8. 7Hz) , 7.42- 
7. 21 (3H, m) , 5. 11 (1H, q, J=7. 0Hz) , 1. 66 (3H, d, J=7. OH 
z), 1.46(9H, s), 1.38(18H, s) 0 

[0163] mmm2 

N- [4- (2— >f V KUA') 7x=/^/^=/U]- 
[ft2 4l 



N^COOH 
H 




[0 16 4] N- [4- (1 - t — y h^^/^^/V 
— fXK- A*— 2 — fAO 7 zr. —jis* ~;v\ — N — 
t-^F^^;wtow-D-77=V' t — y^A^ 
a- (§£i£#j 1 r-J85g Ufc 0 ) (2. 3 g ) £ h y ^/w 
*-nff|® (10ml) fc»#U 1^305>Wt 

(1.07g) £#fc 0 
[0165] TLC:Rf 0.18 (^nn ^yl^A : ^ ^ 
A* : &m= 10:1:1) ; 
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NMR (CD3OD) : 8 7.94(2H,d, J=8.8Hz), 7.88(2H, 
d, J=8. 8Hz) , 7. 56 (1H, br. d, J=7. 8Hz) , 7. 41 (1H, br. d, J= 
8. OHz) , 7. 14 (1H, td, J=7. 8, 1. 2Hz) , 7. 02 (1H, ddd, J=8. 

0, 7.8, 1.2Hz), 6. 97(lH,br. s), 3. 94(1H, q, J=7. 2Hz), 

1. 33 (3H, d, J=7. 2Hz) 0 

[0166] mmm 2 ( 1 ) -2 (19) 



4£&to&m^x % %mm\ (n- t -^h^-i/^/v^ 

[0 16 7] (1) 



N- [4- (2-^V^/^-^r-^^y /P) :7^^W;*/W> 
^;v]-D-77^y 
[{b2 5] 

11 , IT^COOH 

[0168] TLC:Rf 0.20 (^nntfc/V'A : 
7 —/V : gtWt :*=100 : 10:1:1) ; 




NMR (CD3OD) : 8 8. 55 (2H, d, J=8.6Hz), 8.05(2H, 
d,J=8. 6Hz), 7.8-7. 7 (2H,m), 7. 5-7. 4(2H, m), 4.01(1H, 
q, J=7. 1Hz) , 1. 36 (3H, d, J=7. 1Hz) 0 
[0 16 9] mMM2 (2) 



N- [4- 7x^;l/^;i/^^ 
[{L2 6] 



or 



CK*0 f 



"COOH 



[0170] TLC:Rf 0.22 (^nn^A : 
y —A' : ft^ :*=100: 10: 1 : 1) ; 
NMR (CD3OD) : 6 8.26(2H, d, J=8.3Hz), 8.1-8.0(4 
H,m), 7. 6-7.45(2H,m), 4. 00 (1H, q, J=7. 3Hz), 1.36(3H, 
d, J=7. 3Hz) 0 

[0 17 1] ^0H2 (3) 
N— * [4 — '( 2 - v <y , /77-^) ^zn^/W^yU^^i- " 

[<b2 7] 




"COOH 



TLC : R f 0.23 (^nn^/VA : ^ ^ 
= 30:1:1) ; 
NMR (CD3OD) : 6 8.05(2H,d, J=8.8Hz), 7.93(2H, 
d,J=8.8Hz), 7.67-7. 53 (2H,m), 7.37(1H, s), 7.38-7.21 
(2H, m) , 3. 96 (1H, q, J=7. 2Hz) , 1. 34 (3H, d, J=7. 2Hz) 0 

[0173] rnrnm (4) 

N— [4— (2 — <>"S^^z=-;V) 7zc^/U^y^7^^ 
/l/J-D-77^>' 
[Ib2 8] 



v COOH 



[0174] TLC:Rf 0. 27 (^ 13 n : * ^ 

/—A' : M=3 0 : 1 : 1) ; 

NMR (DMS0-d 6 ) : 8 13. 20-11. 87 (1H, br), 8.32-8. 
18(lH,m), 8.05-7.85(7H,m), 7. 47-7. 37 (2H, m) , 3.88- 
3. 76(lH,m), 1.20(3H,d, J=7.0Hz) o 
[0 17 5] jjjggjjj (5) 




N- [4- ( 1 f ^ 2 — f 

a-) 7m^/p^/U2jN^/w]-D-r = ^^ 

[fb2 9] 



CHg 




H 



v COOH 



[0176] TLC:Rf 0.41 (^on^ : 
/ -A' : IfcS£ :*= 50:10:1:1) ; 
NMR (DMS0-d 6 ) : 6 8. 43 (1H, d, J=8. 2Hz), 8.10(2 
H,d, J=8.6Hz), 8.03(2H,d, J=8. 6Hz), 7.83(2H,m), 7.50 
(2H,m), 3.98(3H,s), 3.89(lH,m), 1. 11 (3H, d, J=7. 3H 
z) 0 

[0 17 7] mMM2 (6) 

N- [4- (5-^f/Ky/t^rt)/-7l — 2 f 

A-) ^z^—sUTs/U&^/^-V-Tv — ^ 

UtSO) 
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"COOH 



[017^TLC:Rf 0. 43 ^ n tfv^A : ^ ^ 
7 — /V : ftH :*=50:10:1:1) ; 
NMR (DMSO-d 6 ) : 8 12. 78(1H, brs), 8. 38(lH,d,J= 
8.6Hz), 8.33(2H,d, J=8.8Hz), 7. 97 (2H, d, J=8. 8Hz) , 7. 
68(lH,d, J=8.3Hz), 7. 63(1H, d, J=l. 2Hz), 7. 27(1H, dd, J 
=1. 2,8.3Hz), 3.85(1H, dq, J=8.6, 7.3Hz), 2.45(3H, s), 
1. 19 (3H, d, J=7.3Hz) e 

[0179] mmm2 (7) 

n— [4- le-t^A^o^Sttit-y— sis- 2 — f 

>V) 7x^M^;l/]-D-77^>' 
[ft3 1] 



H 



[0180] TLC:Rf 0.43 (^nn^/l^ : 
y —A' : mWt : 7k= 5 0 : 1 0 : 1 : 1 ) ; 



NMR (DMS0-d 6 ) : 6 12. 76(1H, brs) , 8. 38(lH,d,J= 
8.8Hz), 8. 31(2H,d, J=8.6Hz), 7. 98 (2H, d, J=8. 6Hz) , 7. 
72 (1H, d,J=8. 1Hz), 7.64(1H, s), 7. 23 (1H, d, J=8. 1Hz), 
3. 83(lH,m), 2.48(3H, s), 7. 32 (3H, d, J=7. 3Hz) 0 

[0 18 1] jHMfl2 (8) 
N- [4 - (5-^f^<^/77 ^—2 — f/1/) 

[ft 3 2] 




O* *0 : 

^N^COOH 
H 



H 3 C 



[0184] TLC:Rf 0.40(^*3^ ft/W* : ^ ^ 
J — A* : B«= 10 0:10:1) ; 
NMR (DMS0-d 6 ) : 6 8. 30-8. 16 (1H, m), 8.05(2H,d, 
J=8.4Hz), 7.86(2H,d, J=8.4Hz), 7. 57 (1H, br. s), 7.57 
(1H, d, J=8. 0Hz) , 7. 47 (1H, br. s) , 7. 12 (1H, br. d, J=8. OH 
z), 3.89-3. 71 (1H, id), 2.44(3H, s), 1. 17(3H, d, J=7. 2H 
z)o 

[0 18 5] jjff|g32 (1 0) 

N- [4- ( 5 - ^ f /v^yi/f x y- 2 -> <!V) 
[ft3 4] 



"N" COOH 
H 




[0 1 8*fe? TLC : R f 0.38 (^dd^M : ^ 
/ — A* : 10 0:10:1) ; 

NMR (DMS0-d 6 ) : 6 8. 23 (1H, br. d, J=8. 4Hz), 7.96 
(lH,br. s), 7.95(2H,d, J=8.8Hz), 7. 88 (1H, d, J=8. 8Hz), 

7. 84 (2H, d, J=8. 8Hz) , 7. 68 (1H, br. s) , 7. 23 (1H, dd, J= 
8. 2, 1.4Hz), 3. 88-3. 73(lH,m), 2.42(3H, s), 1. 18 (3H, 
d, J=7. 0Hz) o 

[0187] mmm 2(11) 

N- [4- (5-^ VK- As— 2 — f As) 7 ^ 

[ft 3 5] 




[0 1 8te? TLC : R f 0.53 (^bp*;1/A : * 9 
J—JV : 10 0:10:1) ; 

NMR (DMSO-de) : 6 8. 23 (1H, br. d, J=8. 4Hz), 8.07 
(2H,d, J=8.4Hz), 7.87{2H,d, J=8.4Hz), 7.56(lH,s), 7. 
53(lH,d, J=8.4Hz), 7. 48 (1H, br. s) , 7. 18 (1H, d, J=8. 4), 

3. 89-3. 74 ( 1H, id) , 2. 40 (3H, s); ~ 1 : 1 7 (3H, d, J=6. 8Hz) e 

[0 18 3] ||g2 (9) 
N- [4- (6-^f/^y> f 77y-2-^/V) 7 =^ 
-/MM^]-D-77^y 

[ft 3 3] 




COOH 



[0 TLC : R f 0.34 (^uutJvWx : ^ ^ 

7 — A : : 7K= 5 0:10:1:1) ; 
NMR (CD 3 0D) : 6 7. 91 (2H, d, J=8. 1Hz) , 7.87(2H, 
d, J=8. 1Hz) , 7. 18 (1H, d, J=8. 8Hz) , 7. 09 (1H, d, J=2. 6H 
z) , 6. 80 ( 1H, dd, J=2. 6, 8. 8Hz) , 3. 92 ( 1H, q, J=7. 3Hz) , 
3.81(3H,s), 1. 32(3H,d) 0 .. - - 

[0 18 9] mMW2 (1 2) 
N- [4- (6-^ h^W^Hl — 2--Y/1") 7^ 

[ft 3 6 ] 
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N COOH 
H 



H 3 CO 



[0190] TLC:Rf 0.34 (^nn^/VA : 
A- : mm :*= 50:10:1:1) ; 
NMR (CD3OD) : 6 7. 75(4H, s), 7. 41 (1H, d, J=8. 8H 
z), 6.92(lH,d, J=2.4Hz), 6. 88 (1H, d, J<; 1Hz), 6.69(1H, 
dd, >2. 4, 8. 8Hz) , 3. 92 (1H, q, J=7. 3Hz) , 3. 83 (3H, s) , 
1.3K3H, d, J=7. 3Hz) 0 

[0191] mmm 2(13) 

N- [4- ( 5 - > 5vW >- K— 2 ( ;V) 7x^ 

[ft3 7] 



^COOH 



[0 1 TLC : R f 0.32 (^dp$M : 

/ — : Wm : *= 5 0 : 1 0 : 1 : 1 ) ; 




NMR (CDgOD) : 6 7.89(2H, d, J=8.8Hz), 7. 85 (2H, 
d, J=8. 8Hz) , 7. 32 (1H, d, J=l. 4Hz) , 7. 27 (1H, d, J=8. 3H 
z), 6. 97(lH,d, J=1.4,8. 3Hz), 6. 87 (1H, d, J<; 1Hz), 3. 97 
(lH,q, J=7.3Hz), 2.39(3H,s), 1. 32 (3H, d, J=7. 3Hz) c 

[0193] mnm 2(14) 

N— [4- As— 2 — T/V) ^31^1 

[ft3 8] 

H3C 

[0 19 4] TLC : R f 0.32 (^au^/l-A : * ^ 
/-/U:i«:*=50:10:l:l) ; 
NMR (CD3OD) : 5 7.89(2H,d, J=8. 8Hz), 7.85(2H, 
d,J=8. 8Hz), 7.42(lH,d, J=8. 1Hz), 7. 20 (1H, d, J=l. 2H 
z), 6. 90(lH,s), 6.89(lH,dd, J=l. 2, 8. 1Hz), 3.92(1H, 
q, J=7. 1Hz) , 2. 42 (3H, s) , 1. 32 (3H, d, J=7. lHz) 0 

[0 19 5] j|jfeW2 (15) 
N- [4- (5-^h^v'-<y> r 77V-2 — TA-) 7 

[fc3 9] 





0* *0 ? 

"jSj^COOH 



[0 P 3 ^] TLC : R f 0.48 (^nn^ : 
/— : tK=5 0 : 1 0 : 1 : 1) ; 

NMR (CD3OD) : 6 7.98(2H, d, J=8.8Hz), 7.90(2H, 
d,J=8.8Hz), 7.41(lH,d, J=9.0Hz), 7.28<lH,s), 7.11(1 
H,d, J=2.4Hz), 6.91(lH,dd, J=2. 4, 9. 0Hz) , 3.94(lH,q,J 
=7. 3Hz), 3.83(3H, s), 1. 32 (3H, d, J=7. 3Hz) e 

[0197] mmm 2 (n) 

N — [4- (2-^mt , /y/W ^a^/K*;!^ 
[ft4 0] 



H 



v COOH 



[0198] TLC:Rf 0.30 (^nn t^A-A : * ? 
S : m&= 8 5:15:1) ; 
NMR (DMS0-d 6 ) : b 8. 38 (2H, d, J=8. 8Hz) , 8.30(1 
H, t, J=6. 2Hz), 8.02(2H,d, J=8.8Hz), 7. 92-7. 80 (2H, m) , 

7. 52-7. 43 (2H, m) , 3. 67 (2H, d, J=6. 2Hz) 0 

[0199] mmm 2(17) 

N- [4- (5-^^-^/77^-2 -7 

m — /V-^/V^; — /U] — D — ir y 1/ 
[ft 4 1] 



.OH 




"COOH 



[0200] TLC:Rf 0.25 (^pd i&A>J* : p< ^ 
/—A- : f»= 10:1:1) ; 

NMR (DMS0-d 6 ) : 6 8. 12 (1H, d, J=8. 8Hz), 8.06(2 
H,d, J=8.8Hz), 7.88(2H,d,8. 8Hz), 7. 56 (1H, s), 7.53(1 
H,d, J=8.6Hz), 7.48(lH,br. s), 7. 18(1H, d, J=8. 6, 1. 4H 
z), 5.20-4.80(lH,br.), 3. 81 (1H, dt, J=8. 8, 5. 2Hz), 3. 
52 (2H, br. , J=5. 2Hz) , 2. 40 (3H, s) 0 

[o 2 o-i ] mmm2 a 8) — 

N- [4- (5-^^-^/77^-2-^) !7 
Ut4 2] 
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"jg^cooH 



[0 2 0 2] TLC:Rf 0.46 (^n*M ? 
/ — : ttig= 10:1:1) ; 



NMR (DMS0-d 6 ) : 6 12. 80 (2H, br. ), 8.40-8.10(1 
H,br.), 8.06(2H,d, J=8.8Hz), 7. 84 (2H, d, J=8. 8Hz), 7. 
55(1H, s), 7. 53(lH,d, J=8.2Hz), 7. 48 (1H, br. s) , 7.18 
(lH,dd, J=8.2Hz), 3. 88-3. 76 (1H, m), 2.40(3H, s), 2.22 
(2H, t, J=7. 0Hz) , 1. 95-1. 57 (2H, m) 0 
[0 2 0 3] mMM2 (1 9) 

N- [4- (5 — <yy77y- 2 —^/v) y 

Wb4 3] 




COOH 



H 3 C 

[0 204] TLC:Rf 0.58 (^np^;l/^ : 
^ : BH»= 10:1:1) ; 



NMR (DMS0-d 6 ) : 6 10. 78(1H, br. s), 7. 85(2H,d,J 
=8. 6Hz) , 7. 63 (2H, d, J=8. 6Hz) , 7. 54 (1H, d, J=8. 8Hz) , 
7.49(2H,br. s), 7. 33-7. 29 (1H, m), 7. 22-7. 15 (2H, m), 
7. 07 (1H, d, J=2. 2Hz) , 6. 98-6. 84 (2H, m) , 3. 96-3. 88 (1H, 
m), 3. 11-2. 80 (2H, a), 2.41(3H, s) g 

[0 2 0 5] ##ffj3 
N- (1— ;* h^cis-l, \-is*=f-/\'*J-;l'3r*c^) 
-N- [N 7 - [ [4- (2— O^/^e— /l") Z7^~ 



s CONHO OCH 3 



[0 2 0 6] N- (1 h^r->- 1, 1 -$**77W* 
f/Ut^ri/) > (124m g) <DDMF (1ml) 

N- [4- (2-<y/f-xs: /U) :7 m 
M^/V]-D-77^> (H%til2 (4) "CjRSgL 
fc„ ) (lOOmg) . HOBt-H z O (42m 
g) , EDC'HCl (53mg) , h ij zr.^j\,y ^ 1/ 

(3 9m 1) ^TTk^T^Dx., ifiTH^a^lfc. 

n^^r-r ssuste^ ( 7 0 m g ) zmz 0 

TLC : R f 0. 17 (n — ^rir> : &&^/l>= 2 : 
1) o 

[0207] mmms 




N-t Kb^-N- [N' - [ [4- (2 -^is^S^ 
[fb4 5] 



"N^CONHOH 




[0 2 0 8] N- (1 — * h^rv'- 1, 1 -v^^vl^ 
^/W-^-^v-) -N- [N r - [ [4- (2 — <>V^ 
^/P) 7x^]X/Wt^]-D-77^]7; K 
(##^3T^3gU/c 0 ) (6 5mg) cDv^=^>- 
(3ml) jgRK. 4Nl»-mfy (0.2ml) 

£*d*l. ^?a-e3o^Kia#ufco rasters mm 

■r*«»fc-S* (3 5mg) $r#fco 

TLC:Rf 0.46 (^no ^/VA : ^ / — ;V : gEIfe 

= 10:1:1) ; 

NMR (DMS0-d 6 ) : 6 10. 59(lH, br. s), 8.84(lH,br. 
s) , 8. 14 ( 1H, br . d, J=8. 2Hz) , 8. 05-7. 84 (7H, m) , 7. 46- 
7.36(2H,m), 3. 68-3. 61 (1H, m) , 1. 05 (3H, d, J=7. 4Hz) 0 

[0209] mmm3 (p 

N-t Ka^fV-N- [N' - [ [4- 
Ut4 6] 



"N^CONHOH 
H 
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[02 10] N— [4- (2-^yK!l/V) 7i-^7 H,m), 7.05(lH,m), 6. 98(1H, d, J=2Hz) , 3. 77(1H, q, J=7. 

;toH-D-77-y (*16«2-eaS[5ftUfco ) & 0Hz), 1. 21 (3H, d, J=7. 0Hz) o 

L T & co^ttffi £ S anHfls-fr* £ # fc 0 [ WHM ] 

[0211] TLC:Rf 0.14 (^pp : ^ ^ gjjgj|jjg 1 

y-A-:R»:7k=l 00:10:1:1) ; £JLTO**»Sr*&tC J: 9 J&^Lfc&JT& LT. 

NMR (CD 3 0D) : 6 7. 95 (2H, d, J=8. 8Hz) , 7.89(2H, (C5 Omg^M^?rttt^^Jl 0 0^^#fCo 

d,J=8.8Hz), 7.56(lH,d,J=7. 7Hz), 7.40(lH,m), 7.14(1 

• N- [4- (2 --oy^m^/P) 7x^ /U^ /V/ft -/L/]-D-T^ — >- 

5.0 g 

• ^;V^^c^^^-;V^;Vx2— *j)/Vi/*?I>> (*«S0) 0.2 g 

^r7!iy^^^ (PM) 0.1 g 

•»afi-fe^n— ^ 4. 7 g 

[0213] gffilgg 2 firttttU 17^/^2 OmgOfi&^^ttS 

• N- [4- (2— "O'j/^x^/W) 7x^M^]-D-77^y 

2.0 g 

• h— /U 2 0g 

• 50 0ml 



(51) Int. CI. 6 

A 6 1 K 31/415 



31/42 
31/425 
C 0 7 D 235/18 
263/56 
277/66 
307/79 
333/54 
405/12 

// C07M 7:00 



AB E 
AB L 
ABN 
AB X 
AC D 
AC S 
ADU 
AB G 
AB J 



2 0 9 



F I 

A 6 1 K 31/415 



31/42 
31/425 
C 0 7 D 235/18 
263/56 
277/66 
307/79 
333/54 
405/12 



ABE 
AB L 
ABN 
A B X 
ACD 
AC S 
ADU 
AB G 
AB J 



2 0 9 



-114- 



